Abstract Breast cancer is the first in the incidence of malignancies among women. The documented frequency of osseous metastasis from breast cancer is about 12.8 %.
Introduction
With 1,000,000 new cases causing 375,000 deaths worldwide per year, breast cancer is the leading cause of female cancer death worldwide [1] . Early detection, optimal surgery and hormone receptor status based adjuvant therapy are the key strategies to improve the survival. Nevertheless, about 1/3rd of patients will develop distant metastases. And distant metastasis is the cause of death in 90 % breast cancer patients [2] . Immunohistochemical evaluation of biological markers is the mainstay of in deciding the treatment protocol e.g. chemotherapy for high Ki-67 values, endocrine therapy for ER positive and Trastuzumab therapy for Her 2/neu positive tumors have been recommended [3] . Both bone marrow aspiration cytology and trephine biopsy showed presence of pleomorphic tumor cells in acinar pattern, sheets and three dimensional clusters suggestive of adenocarcinomatous deposit with significant replacement of marrow elements. Trephine biopsy sections showed a strong desmoplastic response with increased reticulin fibres (Fig. 1) .
A diligent search for primary tumor was made that included detailed clinical history, thorough clinical examination and other investigation modalities. No recurrent breast mass was found. All other investigation findings were essentially normal except (a) X-ray showed multiple osteolytic lesions in the L3, L4, L5 vertebrae and pelvic bones and (b) USG showed mild hepatomegaly with multiple hypoechoic lesions in the liver suggestive of Metastatic lesion.
Immunohistochemical staining was done on trephine biopsy tissue for breast markers which showed that the tumor cells are negative for ER & PR, Her-2/neu strong membrane positivity, p53 60 % positivity, MIB1 80 % positivity (Fig. 1) .
Considering the present receptor status & bone metastasis, Trastuzumab along with Denosumab therapy was initiated. During the five months of follow up period after the initiation of therapy the quality of life of the patient has improved with significant reduction in bone pain and elevation of the Hemoglobin level to 10.2 Gms/dL from 7.4 Gms/dL at the time of diagnosis.
Discussion
The frequency of osseous metastasis from breast cancer is about 12.8 %, most commonly to vertebral body, pelvic bone & skull [4] . Aside from clinical symptoms, the diagnosis of osseous metastasis depends primarily on medical imaging. The specificity of X-ray in diagnosing osseous metastasis is 94.4 %, but the sensitivity is only 48.1 %. We cannot detect the destruction of bone by X-ray unless more than 50 % of the bone is involved. CT is more sensitive in the diagnosis of cortical bone metastasis than X-ray, but it is not sensitive in the diagnosis of bone marrow metastasis, especially when patients are elderly and suffer from osteoporosis and/or degeneration [5] . Since breast cancer frequently produces skeletal metastases, the bone marrow is an appropriate place to screen for micrometastatic cells. Metastasis to marrow can have variable presentations like Microangiopathic haemolytic anemia, Uni-, bi-and pancytopenia, DIC and leukoerythroblastic blood picture [6] . The present case presented with a leukoerythroblastic blood picture.
Bone marrow metastasis detection is of high importance to stage the disease, in assessing the prognosis and in making the decision about adjuvant therapy [7] . In cases the treatment decision was based on the ER & Her 2/neu status of primary tumor, disease free survival, recurrence site & the performance status [8] .
Recent studies have indicated that receptor status of breast cancer metastases may differ from the primary tumor, generally denoted ''receptor conversion''. The published studies suggest that, compared to the primary tumors, ER & PR are more frequently negative in distant metastases, whereas Her-2/neu is more often positive [9] . In 10.7 % of patients, conversion from ER? or PR? to ER-/PR-and in 3.4 % from ER-/PR-to ER? or PR? was found and that for Her-2/neu was 5.2 % on both ways [10] . Nevertheless, when a biopsy of a distant metastasis is available, hormone receptor & Her-2/neu status should be reassessed in these biopsies & the tests results should be critically evaluated in conjunction with ER, PR and Her-2/ neu status of the primary tumor [11] . Receptor conversion changes the treatment protocol in metastatic cases [11, 12] .
In the present case detection of Her 2/neu positivity with ER & PR negativity helped in determining the chemotherapeutic drug of choice. At present, administration of effective anti-cancer drugs prolongs the survival time and quality of life [5] .
